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earned patent term adjustment. See 37 CFR 1 .704(b). 
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2a)l3 This action is FINAL. 2b)n This action is non-final. 
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Art Unit: 1648 

DETAILED ACTION 

This Final Office Action is responsive to the communication mailed July 6, 2004 
("Response"). Claims 1-9 and 24-29 have been canceled. Claims 10-23 are pending. Claims 
10-19 are examination and claims 20-23 are withdrawn. The rejection of claims 10-19 under the 
first and second paragraphs of 35 U.S.C. § 112 is maintained. 

In the Response, Applicants note that this apphcation is a divisional of U.S. Application 
No. 08/884,046, now U.S. Patent No. 5,985,543. The specification for this application does not 
reflect this parentage. Applicants may therefore consider amending the specification should 
prosecution of this application continue. 

Claim Rejections -35 USC § 112, first paragraph 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 10-19 are rejected under 35 U.S.C. 1 12, first paragraph, because the specification, 
while being enabling for a method for detecting cell agglutination wherein a mixture of cells and 
inert particles is incubated prior to centrifugation, does not reasonably provide enablement for a 
method for performing said method in the absence of an incubation step. The specification does 
not enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to perform the invention commensurate in scope with these claims. 

A number of factors are considered in determining whether "undue experimentation" is 
required to make and use the invention. These factors include the breadth of the claims, the 
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nature of the invention, state of the prior art, and the amount of direction provided by the 
inventor. In re Wands, 858 F.2d at 737, 8 USPQ2d at 1404. 

The nature of Applicants' invention relates to a method for detecting cell agglutination 
wherein a mixture of cells, cell/virus complexes and antibodies bound to inert particles are 
combined and subjected to centrifugation. An analysis of the relative distribution of the mixture 
components after centrifugation indicates the level of agglutination between the components of 
the mixture. 

The breadth of Applicants' claims supports an interpretation wherein the mixture is 
centrifixged without an incubation step that allows the cell/virus complexes to agglutinate with 
the antibodies that are bound to the inert particles. It is known in the art that detecting the 
relative distribution of agglutinated components from a reaction mixture requires an incubation 
step wherein agglutination is allowed to occur (See Setcavage et al., US Patent No. 5,491,067, 
col. 1, lines 26-39). 

Applicants' specification fails to detail how an agglutination assay, which relies on 
centrifugation and the detection of distinct phases, can be performed without performing an 
incubation step prior to centrifugation. In fact, AppUcants' specification dictates that their 
method involves an incubation step prior to subjecting the mixture to centrifugation (see 
Specification, p. 24, line 23). 

Based on the foregoing, it appears the breadth of Applicants' claims encompasses the 
centrifugation of the mixture without performing an incubation step. Prior art agglutination 
assays require an incubation step prior to centrifugation. AppUcants' disclosure fails to describe 
how their method can be performed without performing the critical incubation step. 



Application/Control Number: 09/407,182 
Art Unit: 1648 



Page 4 



Accordingly, undue experimentation is required in order for one of ordinary skill to make and 
use Applicants' invention. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the second paragraph of 35 U.S. C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 10-19 are rejected under 35 U.S. C. 112, second paragraph, as being incomplete 
for omitting essential steps, such omission amounting to a gap between the steps. See MPEP 
§ 2172.01. Claim 1 1 lacks the essential step of incubating the mixture of cell/ virus complexes 
with the inert particles prior to centrifugation. Appropriate correction is required. 

Response to Arguments 

Applicants correctly noted that claims 10 and 12-19 were inadvertently omitted from the 
discussion of the rejection under the first and second paragraphs of 35 U.S.C. § 1 12. The 
Examiner regrets any inconvenience this has caused Applicants. The following comments 
address the rejection of claims 10-19. 

Applicants' invention is drawn to a method for detecting cell agglutination comprising 
mixing a population of cells and a population of bacteriophage wherein the bacteriophage 
expresses an antibody that is specific for an antigen expressed by a portion of the population of 
cells, adding the mixture to a microtube containing inert particles and a second antibody that is 
specific for the bacteriophage, and observing the location of the portion of cells following 
centrifugation. 
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Enablement 

Claims 10-19 were rejected as lacking enablement because Applicants' specification 
failed to show one skilled in the art how to detect cell agglutination without performing an 
incubation step that allows the second antibody to interact with the cell/bacteriophage complex. 

Applicants argue their invention is enabled because the specification provides working 
examples. Applicants observe that their was readily used to detect the agglutination of 
erythrocytes as demonstrated at pages 43 et seq.. The Examiner respectfully notes that the 
example cited by Applicants expressly included the contested incubation step. The specification 
recites "[t]o perform the assay, . , . Rh(D)-positive cells were incubated with dilutions of anti- 
Rh(D) Fab/phage . , . and were centrifuged" (p. 43, lines 20-21). Thus, the specification fails to 
provide any working examples for an agglutination assay having the scope of the claimed 
invention. 

Applicants also argue the specification does not require undue experimentation because 
artisans skilled in the agglutination assay art routinely experiment with assay conditions in order 
to improve agglutination. Applicants reason that any experimentation required by the 
specification does not go beyond that which is routine in the art. This argument is not persuasive 
because practicing the claimed invention would not invite the skilled artisan to perform the 
experimentation suggested by AppUcants. This is because Applicants' method does not involve 
an incubation step at all. Thus, the experimentation required to practice the invention would 
concern how to detect cell agglutination without incubating the cells with the ligand to which 
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they agglutinate. The state of the art does not recognize such an assay. Thus, the 
experimentation required to practice Applicants' method is undue and clearly not routine. 

Applicants' further argue that the rejection of claims 10-19 should be withdrawn because 
requiring the disclosure of "every single assay condition for detecting cell agglutination" would 
require undue dislosure and the filing of unnecessarily voluminous patent applications 
(Response, p. 10). This argument is not persuasive inasmuch as Applicants' specification (which 
is only 45 pages) enables an agglutination assay wherein the cell/bacteriophage/second antibody 
mixture is incubated. Moreover, the Examiner respectfully submits that no amount of disclosure 
could enable the claimed invention because the state of the art does not recognize an 
agglutination assay that omits the incubation step at issue. Thus, Applicants' argument that the 
rejection of the claims would require undue disclosure is moot. 

Applicants finally note that U.S. Patent No. 5,491,067 to Setcavage et al. does not prove 
that AppUcants' method requires an incubation step. Applicants observe that Setcavage et al. 
detected unknown serum antibodies using cells expressing at least one known antigen. 
Applicants also observe that their method is distinguished from Setcavage et al in that it detects 
an antigen using a known, well-characterized antibody. Applicants reason that by using a known 
antibody, their invention allows the skilled artisan to determine what, if any, incubation 
conditions are required to achieve agglutination. The Examiner respectfully submits that this 
argument is not persuasive. The fact that Applicants' agglutination method uses an antibody 
with known characteristics does not overcome the natural requirement that the second antibody 
must be given an opportunity to recognize, and interact with, the cell/bacteriophage complex. 
This is especially true in agglutination assays which depend on the crosslinking of cells and 
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antibodies in an amount significant enough to form detectable clumps. Therefore, hke the 
agglutination assay of Setcavage et al., Applicants' method must include an incubation step in 
order for one skilled in the art to practice the claimed invention without undue experimentation. 

For the foregoing reasons, the rejection of the claims as lacking enablement is 
maintained. 

Rejection of the Claims under 35 U.S. C. § 112, second paragraph 
Claims 10-19 were rejected as being indefinite for omitting the essential step of 
incubating the sample to affect cell agglutination. For the reasons noted above, the Examiner 
maintains that detecting agglutination using the claimed method requires incubation. The 
rejection of the claims as indefinite is therefore maintained. 

Conclusion 

THIS ACTION IS MADE FINAL, Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1. 136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 
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Applicants' representative is invited to call the Examiner to propose narrowing 
limitations that are believed to place the application in condition for allowance. The Examiner, 
Timothy M. Brown, can normally be reached on Monday - Friday, Sam - 5pm at (571) 272-0773. 
If attempts to reach the examiner by telephone are unsuccessful, the Examiner's supervisor, 
James Housel can be reached on (571) 272-0902. The fax phone number for the organization 
where this appHcation or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

Timothy M. Brown 

Examiner 

Art Unit 1648 
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